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San Francisco General Hospital, 

DR. T~~~~~~ Carmelita Tuazon, George 

Washington University Medical Center. 

MR. REYNOLDS: Stanley Reynolds, 

Pennsylvania Department of Wealth, and Consumer 

Representative, 

CHAIR WILSON : Weicome. At this time, 

I wmld like to just turn the meeting over to us. 

Freddie Poole, who will read the conflict of interest 

statement and make other opening remarks* 

MS. POOLE: Good morning. I will first 

read the conflict of interest statement for this 

meeting. The following announcement addresses 

canflict of interest issues associated with this 

meeting, and is made a part of the record to preclude 

even the appearance of an impropriety. 

To determine if any conflict existed, the 

Agency reviewed the submitted agenda on all financial 

interests reported by the committee participants, The 

confiict of interest statute prohibits special 

government employees w from participating in matters 

that could affect their or their employees' financial 

interest, 

However I the agency has determined that 

participation of certain members and consultants, the 

~ neairgross cam 



need for whose services outweighs the p0tentia.l 

conflict of interest involved is in the best interest 

of the government, 

We would like to note for the record that 

the agency took into consideration certain matters 

regarding Drs. Kathleen Beavis and Margo Smith. Each 

of these panelists reported current interests in firms 

and issues, but in matters not related to the topic 

for todayfs agenda. 

The agency has determined, therefore, that 

they may participate fully in all deliberations. In 

the event that the discussions involve any other 

products or firms not already on the agenda, for which 

an FDA participant has a financial interest, the 

participant should excuse him or herself from such 

involvement I and the excl.usion will be noted for the 

record, 

With respect to all other participants, we 

ask that in the interest of fairness that ali persor,s 

making statements or presentations t disclose y a r, 1 

current or previous financial involvement with ar-!y 

firm whose products t5zy :nay wish to comment upon. 

Some housekeeping matters. We would alsc 

ask that if anyone has 3 cell phone or a pager tha: 

has a sound emitting, 12 yrju could turn it off d~2rrr.j 

COURT REPORTE 

~ nea!rgross ccm (202) 234-4433 
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these proceedings. 

And under old business on October 12th and 

13th, this pan&l met to consider two PMAs and a 

510 (kl I cm ~ov~rn~er zsth, the selection of 

QuantiFERON TB was approved, sub-j ect to the 

recommendations made by the panel. at the meeting. 

The sepsis and the toxin activity assay 

was sent a Not Approvable letter in concurrence with 

the recommendations made by the panel.. And tt;e 

GsMetech urinary tract infection analyzer was fous,d 

substantially equival.+ent, but with restrictions E-L 

its use, Thank you. 

WILSON: Thank you, Freddie. YY.~. 

new business for the new day is the discussion of :::.- 

classificatlionofpre-1.976 products regardingbacil?:.: 

anthracis and yersinia,pestis. 

1 would like to remind everyone that t%.- 

What the purpose of the meeca: : 

today is for is to classify these devices that !X.P 

never been previously classified. And that there :: 

x-110 submissions for this today. - 

T 2. am going to start off with *- * 

presentation from the FDA by Ms. Roxanne ShiveLy. . 

would like to as all the panel. members to hold th-l+: 

questions until after the presentation is through. 

(202) 234-4433 
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And 1 would also like to remind the 

audience that only members of the panel, can ask 

questions of the speakers today. Rsxanne. 

DR. SHIVELY: Thank you, Dr. Wilson. gust 

a moment and we will get video and text up here, 

(Brief Pause.) 

DR. SWIVELY: Well I good morning, and we 

certainly and very greatly appreciate and welcome your 

collective knowledge and experience fOX- t.hiS 

classification meeting. 

The objective for today"s meeting is for 

you to recommend an appropriate regulatory 

classification for pre-amendment products used to 

identify bacillus anthracis and yersinia pestis. 

These products, when use in a clinical 

laboratory, aided in the diagnosis of Mornay anthrax 

and plague. These products were marketed and Iabeled 

ed use prior ta May of 1976. Ne believe 

that these products may have been overlooked by the 

FDA when pre-amendment products were classified by a 

similar process in 1980, 

These products were not in the DIFC 

manual, but rather were distributed primarily by 

pUb1i.C health laboratories and other specialty 

laboratories to otf-rer labs who were also performing 

(202) 2344433 



tests on human specimens. 

The plan today is to proceed through the 

COmpletr; classification proc=ess; first, for the 

bacillus products, and then for the yersiriia pestis 

products. 

For the bacillus products, the FDAwill. describe 

the three product types that were used pre-amendment, 

These include a specific bacteriophage, antibody 

conjugates, and antigens for antibody detection. 

Information about these prodizcts was obtained from 

published literature, both journal article reports and 

reference manuals* 

FDA will al_so describe the risks 

associated with each of these product types aEd will 

reiterate the types of controls that can be appl.ied. 

My presentation wiil not be long, and will, highl^ight 

some of the information that was provided to you in 

the package sent to you before this meeting. 

we hope that information was heLpfu1 in 

preparing for today. You will have opportunities to 

ask questions about the information presented,. and 

then also for discussion of the issues addressed by 

the FDA questions. 

And finaLLy you will be asked to recommend 

a classification fox each product type. 1 would like 

NEAL R GROSS 
EPORTERS AND ~~~SC~l~~~S 

1323 ~~~~E iSlANr> AVE., N.W. 
(202) 234-4433 ~AS~~~~~~~, 0 C. XXX%3701 www neairgross corn 
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to note and emphasize that although these three 

product types are being presented together as a 

product class that has a common use, they can each be 

classified differently; that is, at a different level. 

Just to remind you that the bacillus 

species are al.1 spore-forming, gram-positive rods. 

The genus is an extensive taxonomic array with 50 or 

more species. Of these, two arE3 clinically important: 

the baciX3.us anthracis and the bacillus cereus. 

There are a few endemic areas of bacillus 

anthracis remaining in the United States, with very 

rare human anthrax. However, cutaneous anthrax is not 

uncommon in endemic areas worldwide. 

Bacillus cereus causes a self-limiting 

gastrointestinal disease, Rarely, it can cause 

nongastrointestinal disease, particularly with IVdrug 

users and ~~~~~os~pp~essed individuals, particularly 

following surgical procedures. 

The laboratory identification of these 

organisms can be challenging, No one characteristic 

is sufficient to discriminate these species, either by 

morphology or biochemical characteristics from 

CUitUre * 

Differentiation of bacillus anthracis is 

important not only clinkally, but for biosafety and 

(202) 234-4433 
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public health purposes. As with other infectious 

diseases I the detection of antibodies may be useful 

retrospectively and fur epidemiological information. 

The first product in this group is a vial 

of 1 * 
spec~~fx bacterial virus that was used in a culture 

pI.-sting method to distinguish bacillus anthracis from 

bacillus cereus and other species. 

This gamma phage reagent was originally 

developed by Dr, Cherry at CDC, and later distributed 

by CDC and other veterinary and public health 

laboratories. 

The key article describing this reagent 

and use of the reagent is from 19% by Brown and 

Cherry. Factors that were recorded to affect results 

Using this reagent, and potentially couJd cause a 

false positive or negative results are the foliowing: 

variant strains can behave differently; titer and 

stability are important for reliable performance; the 

media used; the length of incubation; and the inoculu~ 

density can affect resuit.s; as can the technologists 

experience with interprscing lysis. 

The next pr+ amendments product is a v~& 

of fluorescein-labele!A antibody against bacill,z 

anthracis that is used ~0 microscopically visuali 

specific binding with I:Lc.~ _,red organisms or organismIs 

EAL Ft. GROSS 
COURT REPCiRIERS AND T~~SCR~~~RS 

1323 RHCDE lS1AND AVE., N.W. 
~AS~~~~~Q~ 0 C ~~~~~-3~~1 ~.~~~j~~r~~~ can; (202) 234-4433 
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in infected specimens. 

This fluorescence provides presumptive 

evidence for identification of bacillus anthracis. 

There were various sources fox hyperimmune antisera, 

preamendments, and the key publication is one from 

1959 by Cherry and Freeman. 

This report was net sent to you earlier, 

but if you are interested in having it or looking 

through it, we will have it for you today, and that's 

why it is in yellow. There are a couple of othe:: 

places throughout the presentation where I have pl;: 

the text in yellow and that just den&es something PSX 

that wasn? already in your package. 

Factors that could affect results us:.:.: 

this reagent are that some of the capsular and CC I 

surface antigens of baciLlus anthracis ax-e shared ix,.. 

other species. 

Preparing high-titer antiserum in ani35, 1 

can be difficult and poses safety concerns, The SF:- : ' 

surface antigens are not species s ec-jfic and CL::, 

pro&Gct is intended for us with vegetative cell.; 

~rawth conditions affect encapsulation, and inocu: .* 

density used can affect results. 

The third product ty e in this group is L 

vial of antigens prepared from cell filtrates that - 

(202) 234-4433 
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-used to detect antibodies to bacillus antbracis in 

human serum+ 

These antibodies can be either anti-toxin 

or anti-capsular, or both * This reagent was 

originalLy used with an immunodiffusion method, At 

the time your panel packages were prepared, we didnlt 

have much information on this product, 

Thanks to colleagues who opened their 

files and shared their knowledge, we were able to 

retrieve a key article by Ray and Kadull from ~64, 

and this report described the use of a modified agar 

diffusion method with an antigen that was prepared 

from cultures of the Sterne strain. 

Initiairy this reagent and method were 

used for determining serological responses to 

~rnrnun~~at~on~ but were also applied to testing humar?, 

sera from individuals with anthrax. 

0 cross-reactivity wit sera from humans 

with brucellasis, influenza, listeriosis, and several 

other diseases was noted, and in using these antigens, 

the results were 94 percent reproducible, within plus 

or minus two dilutions, 

The authcrs reported that the indirect or 

the inhibition method was 50 percent more sensitive 

than the direct method. They alsc showed that the 

CQllffrREPUIRTERSANDT~NSGRIBERS 
2323 RHODE 1SMND AVE., NW. 

(202) 2344433 ~AS~l~~~U~, DC. 20005-3705 
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reconstituted antigen preparations were stable for one 

mQRth at TKLRUS 15 degrees. 

This reagent was available in the United 

States, primarily from the U.S. Army Biological 

Laboratories. Factors that were reported to affect 

results were the purity af the antigen preparation, 

its concentration, and also prozone e fects can impact 

on resultss 

And the endpoints can be quite subjective 

to read. Nonspecific reactivity can occur, and 

patients being tested could have an abrogated antibody 

response due to antibiotic treatment. This test is 

unable to differentiate recent from past infections, 

or prior vaccination. 

I have a few historical and summary notes 

to finish with this product group. The antigen 

precipitin test, first describedby Ascoli in I~xL, is 

one of the oldest laboratory tests ever. It was used 

primarily for detecting bacillus anthracis antigens in 

animal tissues, and it is kncwn not to be specific for 

bacillus anthracis. 

But practically, it worked when used in 

certain situations and this AscolA. reagent was also 

commercially available worldwide. 

Preamendment diagnostic laboratory testing 

(202) 234-4433 
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was limited to specialized and pub1 ic health 

laboratories. Reagents were developed and prepared in 

these laboratories r and distributed With other 

laboratories, both nationally and internationally, 

As a final note, human anthrax disease is 

rare, and vaccination has successfully controlled the 

disease in animaL3. But to F-2 things into 

perspective, now we have a list of critical biological 

agents [ and bacillus anthracis is one of the I-1.15;h 

priority, or Category A agents, because it can be 

easily disseminated and can cause high mortality. 

Other bacterial agents were classified in 

1980. That included another Category A agent, 

francisella tUlarenSi.S, along with brucella 

pseudomonas and rickettsia that are Category B agents. 

Please note that these are bacterial 

agents. As you know, viral agents are also on the 

critical agent list. As you learned this morning in 

training, products classification is based on assessed 

risks and level of controls that can mitigate those 

risks * . 

The risks for in vitro diagnostic are 

those that are associated With misdiagnasis and 

epidemiobgical misinformation due to false positives 

or false negative res~U23. 

NEAL Ft. GROSS 
~0~~~ ~~~0~~~~s AND ~~~$~~~~~~S 

1323 RHOBE !SLPINO AVE., N.W. 
(202) 234-4433 ~AS~i~~~O~. 0 c ~~~~~~~7~~ 



CQ~~X&S under FDA regulations can be 

general or can include special controls. General 

controls include prohibition against adulterated or 

misbranded devices; premarket notification 

requirements; banned devices; good manufacturing 

practices; registration of manufacturing facilities; 

listing of device types; labeling in accordance with 

809 * 10 o-3) ; record keeping, and then repair, 

replacement, and refund practices by a company. 

The types of special controls include 

performance standards of various types; discretionary 

post -market surveillancze, if the FDA determines that 

it is necessary to protect public health or provide 

safety and effectiveness data. 

Guidances Can also be developed and 

disseminated. Guidances can address things such as 

requirements for clinical data in a 510(k), or 

specific labeling cantent regarding indications for 

use, instructions for use # contraindications, 

wa~nings~ precautions, or adverse effects. 

* Another ca'-,egory of special controks is a 

very open-ende type I ar\,d these are recommendatiowz 

and other a XLi0l-E. This is a very 

flexible tool. Examples of this type of special 

control would be special I&eling, cr restrictions c=:: 

(202) 234-4433 
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sale, distribution, and use of the product. 

I would like to remind y01.1 that. currently 

there are some guidances and laws that already apply 

to tests performed on or with bacillus anthracis. 

These include organism-specific practice guides 

promulgated by CDC; local, state, and national. 

reporting requirements; biosafety guidelines; and 

finaLLy the Select Agents Rule that limits quality 

control materials to vaccine strains, 

Thank you for your attention, and 3~ 

WilSOn, is there time for questions now, or should 20 

save those until. later? 

CHAIR WILSON: I think there is TV- 

for a few questions. So at t:his time 1 would like : 

apen up the discussion to the panel, members, and t:z>- 

questions for Ms. Shively, 

DR. SMIVELY: If anyone has any questi,::.. 

about the ~nf~rrnat~~n L have presented, I can t re: 

them now. 

CEIAIR WILSON: CarmeLita. 

DR. TUAZON: 130 we have any information :: 

to the problems with the use of these agents? 

DR. SHLVELY: That is a question ?A-.;* 

perhaps can be directed to some of the experts in z::- 

audience who are in attendance. would we like to : 

CQ~~T RE~QR~~~S AND ~~NS~Rl~~RS 
1323 RHODE ISU\ND AVE., N.W. 
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that now or atr a later time? 

C~~~R~ ~~~~~~~ Sure. No, we caxl do 

that now. If Drs. Brown and Ezzell would Like to come 

UP?- they c0ul.d possibiy answer sume of these questions 

for us. 

DR. EZZELLJ: I am Jolnn Ezzell. from 

I: think the question has to do with which 

of the assays, and probably any of these in general? 

. * Those that have been DR. SHl3”EXJY 

enumerated. 

With respect to the gamma 

phage we have formed into the bacteriophage mode that 

Paul. presented; the isolates are dried and cultured in 

original clinical materi.al, that those cases WE? look 

at isolates with regard to -- we ave not seen any 

faIse positive 0.x false negative results. 

And there may be variabilities in how -- 

in the arn~~~t of innocuIant* Now f if you look at the 

bacilli that are not normally associated with Llinical 

materials, we have found on occasion very little of 

other organisms or bacilli tbat may have a reaction tc 

primary bacillus, 

And we have seen very few false positives 

with bacillus $ but in that case the EL 0323x3 strains 

are a&o clearly different shapes than types that ax-e 
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hemolytic, and most strains are rzot. And so we have 

other bacteria that can be used to differentiate. 

SO the problems with the gamma phage with 

the indication of these clinical isotopes have been. 

very few, and have not created a problem. 

CLAIRE WILSON: Mr. Reynolds- 

MR. R~~~~~~S~ Is the gamma phage test 

meant to be a stand-alone test, or is this supposed to 

be interpreted as part of a battery of tests? 

DR. EZZELL : It should be used in 

conjunction with other tests, and especially in the 

case of clinical samples, and you are going to be 

looking for the lumping of a colony -- that's one of 

the criteria, yakre looking for a colony, and that is 

another one criteria -- in the gamma phage, 

But we did not depend totally on this 

gamma phage method, there are other methods that go 

alctng with that. There may be clinical presentations, 

and it is not a stand alone test. 

CHAIR WILSON: Dr. Zabransky+ 

DR. ~~~~KY~ g any of these * 

reagents I the antigens, the antibodies, or the gamma 

phage p are they available c~~~~~~~~~~y~ or are they 

Only available through agencies such as CDC and 

NEAL R. GROSS 
COURT ~~~Q~T~~S AND TRriN 

(202) 2344433 ~ nea~rgross COM 



DR. EZZELIJ : Right now they are only 

available through CDC. 

CHAIR WILSON * * Dr. Thrupp, 

DR. THRUPP: f: was going to ask along the 

same lines. Does CDC and USAMRTID each produce them 

for distribution, or does CDC get theirs from you? 

DR, CZZELL: Initially the CDC got them -- 

they had originally performed --- in the case of the 

gamma phage, I do know that they have prepared a lot: 

on their own. I have not seen the performance 

characteristics of this latest lot that they produced, 

but until recently most of the gamma phage that has 

been distributed WEiS coming through from our 

Laboratory, and they are provide to them under 

perfect cont.rol_s. 

DR. TWRUPP: These questions could apply 

separately to t e phage and to each of the tests, but 

you answering in eneral terms is h.elpful. In s0me of 

the apers or in some of the background data in the 

old studies, there were smme problems with phage 

stability, for example, and stability with freezing 

and thawing. 

(202) 234-4433 
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but they have been avai.l.ab2.e over these last 30 0~ 

more years. 

DR. EZZELL: Right. 

DR. TWRUPP: Have these kind of problems 

that were documented in the original papers been a 

continuing issue, OX would you anticipate that there 

are going to be continuing problems if the use of 

these were to be expanded? 

DR * EZZELL: What we have found, and one 

reason that we have been one of the producers of the 

gamma phage for CDC is that we looked at gamma phage 

uced using different strains of B. anthracis, 

And what we found is that we have or*e 

strain which was uriginally identified years ago by 

CDC as CDC 684, and it identifies originally the 

bacillus megaterium type strain. 

This strain has been s~~se~~e~t~y found to 

have some unusual checkl,i.sts, but it is a Be anthracls 

strain, and ik is avirulent, but the gamma phage that 

we produced I and the gamma phage used in th4.~ 

particuiar strain, that phage is very stable, . 

We have had suspensions 0 this phage that, 

we keep refrigerated, we do not freeze our phage, 

because freezing the p&x~e does destroy the phage as 

it cxuses a dramatic drsp in reactivity. 

NEAL FL GROSS 
COURT ~~~Q~T~~~ AND T~~~C~j~E~~ 

1323 RHODE ;SMNQ AVE., N.W. 
(202] 234-4433 ~A~~j~~TQ~, 0 c 20005-3701 
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so what we have found is that by producing 

th3 gama phage with this particular strain that the 

phage is stable and we have lots that we have held for 

5 years and are still viable, and still produce. 

And that is another thing, too. Me da not 

run any gamma phage assay without running a perfect. 

control+ And we use the Pasteur, the old Pasteur 

vaccine strains, as our positive control, arad that is 

run every time we run this assay, 

Sa that is another assurance that tk 

phage is performing properly. 

CHAIR WILSON: Dr. Zabransky. 

DR. ZAB SKY: Now, this EL meg. strair., 

this is not controlled like the anthrax strain t&c: 

DR. EZZEZL: Well, it is not megateriz~q~ 

It is actually a B, anthracis. I and scme others kyi~- 

assured -- 

DR. ZAB SKY: Well, if I or any m% I 

company was going to set up a situation where I: war;:-9: 

to produce # 1 would have to get a hold of the OC+: 

appropriate anthrax strain in order ta propagate t!~:t 

EZZELL: Yes, sir, 

DR I Z~~S~Y: which is controLLed ur,ci---: 

the special agents rul.es. 

DR. EZZELL: Right. But it is a virull,s:-.: 

NEAL R* GROSS 
T REPORTERS AND ~~~~~~~~~R~ 

1323 R~~~~ iSLaND AVE., N.W. 
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strain, but yes, YOU are correct that it is 

controlled. I%&. we have tried to produce these under 

some restraints that were not controlled, and those 

strains and that phage are not stable either under a 

vaccine strain, or a -- 

~~A~R~ WILSON: Dr. Reller.. 

DR. R~~~~R~ I would like to ask Roxanne 

Shively, yourself, or anyone who wcmld have this 

information -- when you presented the types of special 

COntk-OlS # and then the next slide was other 

considerations, and especially the practice 

guidelines, and the quality control limits to select 

CiFKJ?nts rule I are there currently in place other 

regulations that, in effect, already impose special 

controls having to do with distribution, for example, 

Of these? 

I mean, you could have as a special 

consideration restrictiorz5 0 sale, d~str~~ut~on~ or 

use I but are there already restrictions Cl E 

diStribUtiOn and use 8 based on CDC or other 

regulations? Do you foUow the question? r 

1 will take a stab at it. 

This is Dr. Gutman. As far as I know, there are riot 

regulations in place that would restrb~ the sale cf 

this product- There are re~~~~r~rn~~~s in place that if 

NEAL 
CQURT ~~~U~T~ 8ERS 

1323 ~~U~~ 
(202) 234-4433 ~A~~~~G~~~, D.C. .nealrgross ccm 
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this product were going to be commercially distributed 

that it would have to knock at I?EIA~S door, unless it 

was being distribute under investigational protocol_, 

in which case, depending on how the investigation was 

set upr it might stiil have to knock at EDAfs door. 

And the issue at hand is that without a 

classification, when it comes knocking at the door, it 

comes as a Class XII product, and would be a PM& 

That would be true whether it was a commercial. venture 

or distributing it, or frankly if anybody were 

distributing it, 

SO the other considerations are the 

cantacts that could be cited in the guidance packs, or 

cited in the classification, and I don't know whether 

their status can be formalized, and they are helpful. 

But in terms of an actual regulation that 

would preclude distribution, we would nee to develop 

that off of this classificaticn if that were the 

re~~mrne~dat~~n of this panel, 

DR. RELLER: Just as a follow-up question. 

One of the options for the parcel woul. be to recommend * 

restrFcted d~str~~~t~~~~ correct? 

* Absolutely. Of course I 

DR. ROLLERS I would like to ask an open- 

ended question. Given, at least in my view, the 

NEAL R. GROSS 
~E~~~~~~~ AND T~~~~~~~~ 
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and Jim Snyder, who has been very active to address 

s5me of the needs 0 the Level A labs, one of the 

things that we see is a crying need for some sort of ' 

way that the level A Jabs 5~ hospital. labs, to haxre 

somebody do a quick screen on some of these isoiates 

that are not having to run them up the chain, so to 

speak. 

So one thing I had thought about was that 

if we can make thEEE availabie to the hospital 

laboratories when they are doing routine screening, 

this would give them an added leve.l. of comfort that 

they donlt have an anthrax case on their hands. 

DR. RELLER: Exactly. so it seems to me 

-- well, when you do this case test, and given some of 

the pitfalls wi&h running a control strain, is this 

what you would want to put in the hands of an 

inexperienced Laboratory that as no capacity or 

doesn't correlate the clinical situation with the 

laboratory. 

And because of their inexperience, you EKE 

going to put gamma phage there ~i.tho~t controls CT- _ 

with controls, which would require or raises gravy? 

questions in my mind. 

I?.. EZZELL: YES, I understand that, a~?d 

one of the duties of a level. B laboratory in each 

NEAL Ft. GRQSS 
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state is to train level_ A laboratories. So s: do not 

think this gamma phage should go in any laboratory 

without the proper training and documentation, and 

that somehow there be sane sort af proficiency testing 

involved, 

And that is a whole another avenue that 

needs to be opened up, and how do we do proficiency 

testing on some 0 f these threat agents. But in the 

case of the -- 5 firmly feel that there should be some 

sort of ather test that someone can use in a level $4 

laboratory other than, letfs say, 1 have a nor,- 

hemoiytic ground vessel looking colony, and what do : 

do with thisw 

And let's say at least at the laboratLc:r~*C~ 

level that there should be some sort of mechanist, 

that that would be some other test that they can -! 

and that would help them, but those are my persc::~, 

views on that. 

ut that is where I see or feel a r;;u~~+~: 

of problems across the country where people 3.: A 

running into roblems at these Leve.l A laboratories - 

c WILSON: Dr- Thrupp, 

DR. THRUPP : I was going to mention :Y+ 

same point that Dr. Reller just raised; that, yes, Y- 

e a nice idea to have a test available, 'S;:X. 

COLIRT REPORTERS ANO T~~S~~~~~~S 
5323 ~~0~~ ~S~~~ AVE., N.W. 
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when YQU are dealing with ~~ex~er~e~~~d laborator-es, 

and inexperienced in the use of these, number one; and 

nUdX?lr tWQ, With hUpefully an extremely lowprevahence 

organism, their experience in andling them is going 

to be extremely limited. 

And that i.s a hazard, and in the past we 

problems with those kinds of situations, and 

this is a very clinical-type thing, Sa I would echo 

Dr+ Reller% ca;ztian. 

But 3: was going to say that YOU nicely 

summarized for us the history of the gamma phage 

reagent. I w5nder if you would be goad enaugh to 

summarize the availability over the many years, and 

the history of what is happening with this production, 

distribution, and utilization of e fluorescent 

antibody, and of the antigen preparations. 

DR. The ~l~~~~~~e~t antibsdy 

assay was originally geared towards the capsule of B. 

anthracis, an this was a nu her of laboratories many 

years ago. 

George Rikus and SOme of the other .b 

laborataries were looking at and had develo 

also through CDC, as well, a f~~~res~e~t antibody that 

was to detect the capsule. 

Those reagents formanyyears were largely 

BERS 
1323 RHOOE RX&&Z, AYE., 
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unavailable ox through a very limited avail.abiEity 

through CDC. More recently cur Laboratory 

reinvestigated and looked at capsule; along with. 

al-x3ther antigen that was developed around 1988, which 

we published papers on this, which was polysaccharide, 

which was described back in the YXls and 50s by a 

number of 

But those two fluorescent antibodies have 

been made availabk rnor~? recently ~~~0~~~ CDC, and cne 

which is towards capsule, and which is historicaJl.y 

the antigen that we have used or been used mostly in 

clinical samples to demonstrate this particular 

capsule aroux3d encapsular bacilli in the blood. 

E?;ut a poXysaccharide assay is one of the 

mcxe recent developments, and it only has occurred 

since 1988. We have made both of these antibodies 

available to CDC as part of the I_aboratory response 

XXXWCIXdC., and they are stored there. 

DR * T~~~~~ : d so both CDC and US 

have both of these preparations? 

EZZELL : Yes, sir. 

DR t T~~~~~ : &x3 I don't recalZ whether 

any of the papers that we were presented with present: 

data on comparison between the two? 

DR. ~~~~LL~ Well, we have to us@ both of 

1323 ~~~~~ ISMND AYE., N.W. 
(202) ~~~~44~~ ~AS~~~~~~~, D c 20005-3703 ~.~~~~rg~~~s corn 
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these antibodies together in conjunction. They are 

bacilli, and on culture, you can have some af the 

lba~~illu~ strains and a few ather strains that will 

produce a capsule very simiXar to that of Be 

anthracis. 

And Z&KI there is the polysaccharide, and 

we have to see the polysaccharide in the B-series 

strains as well, But we take both of these antigens 

together and there we have rxwer seen another bacillus 

other than EL anthracis that will come up positive for 

both of those. 

50 we use those in conjunction with each 

other, and that is the basis of that assay, 

DR. TMRUPP : Do you want to comment on 

stability and how carefully they would have to be 

titered UT should we come back to those later? 

DR I ~~~~~: We didnlt came -preparr;d today 

to make a presentation on the specifics of our assays. 

We are willing to give as much information as we can, 

an understand that it is based on OUT recolXections. 

But X just wanted to jump back to another point, and 

that was the questian over here,. 

I am Ed Browrz af ‘G'S RXID aiso, and we are 

not representing the CDC, and we did no@ intend t;o 

distribute any of tkrese reagents separately. The CDC 

~Q~~~ ~E~Q~~E~S AND ~~~S~~l~~~S 
1323 RHGQE ISMNQ AVE., N.W. 
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has the responsibility for the domestic biaterrorism 

And the intent as 1 understand it is tha'r. 

mil_itary labs will also get their reagents from the 

CDG /I The CDC will be the saie source. 

DR. ~ZZ~LL : The CDC is and fill be 

~~~d~c~~~ them. 

DR. ~R~~N~ That is my understanding. 

DR. ~~T~~ And let me point a~at that the 

basis cf the classification is actually on the 

products that were out, and actually that Raxanne 

described, prior to the passage of the law. 

The fact that those were out gives you the 

freedom to consider classifying these as a two, or as 

a three, or as a one, or whatever you should choose. 

And while the information on subsequent products 

certainly isnft irrelevant, and while the class path, 
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DR. EZZELL: ?%a?. ~r~g~~a~~y was ~~~R~~~~ 

and then we have been working with CDC and we have 

bunt cxx cell reagents down to CDC, and they are DOW 

going to be praducing this test on their OWL 

1 also go back to the antibodies, and the 

gamma phage. When the Laboratory respanse network 

RITD was designated, alang with CDC, as the 

only two level laboratories. d we are a member of 

As a members we provided reagents azd 

heLped CDG evelop their anthrax ~a~a~~~~t~ as far - .2 3 

reagents, And WE?: ose reagents initiall;;. 

The CDC has 220~ taken on that and they are working f2r 

anybody. 

They are working with Cook, Art, axi 

Perry f and alsa with their own la oratories &-~wn t"r=e :,-a 

tu reduce these reagents on their own, But &'@ 

initially provided reagents. 

* c ~rLS~N: Dr. Nac~a~k~~~ 

DR. N~~~K~N: ody coul_d jt;s*: 

clarify this. the cl.assification of this product ~z 

these graup of products, and the yersinia produc::s 

that we are going to ccmsider t is afternoon, thd: 
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applies to commercial development of those reager?,ts 

for six&2 to laboratories; it doesn't apply to, for 

example, CDC reagents. Is tlnat correct? 

J mean, they can produce anytlning they 

want and distribute them without -- 

DR. Well, that actually is not 

correct. It theoretically applies to everyone who is 

commercially distributing these products, su it does 

apply to CDC. 

DR. ~~C~~~I~: Well f CDC has been 

distributing reagents for many f many years to 

laboratories- 1 wasn't aware tfna t they were under any 

restrictions whatsoever. 

DR. GUTMAN: WE31_1, there is the tension 

between public health missions here and the FDA has 

certainly not intervened to block that flow of 

reagenls, but frankly it is at the edge. 

DR. ~~~~~~1~: So if we classify this as 

a Class 13: device, CDC wiJci have to adhere to that? 

DR. ~~~~~ And if yctl. classify it as a 

Class IZL, they would have to adhere to that, and to 

a Class I, and they would have to adhere to that. 

DR. ~~UW~ : Let. me -just mak5 a summary 

comment, I guess. paving compared data w&h the 

people from the CDC, and looking at our experience 

Ft. GROSS 
~U~~~ REPORTERS ANO ~~~~~~~~~~~ 
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cmer the following winter, and in what you might 

consider worst-case situations, we are not ready to 

present it today. 

But we think there is strong evidence that 

these tests fall well within a Class 1 classification 

with the appropriate positive-negative controls, and 

the other general restrictions and controls that apply 

to Class 1. So that woul.d be our perspective. 

C~Ar~~~ WILSOP;T: Dr. Beavis, 

DR. BEAVIS : Yeah, the reagent was used 

for a positive control was mentioned, and what do you 

use for a negative control, and what has been your 

success or failure rate of the reagent, in terms of 

its control? 

1332, EZZELL: With respect to the gamma 

phage I the negative control is a B. cereus strain, and 

obviously the positive control is the 13.. anthracis 

strain, and there is IZQ Limitation on its distribution 

to the iaboratories. 

DR. BEAVIS: How frequently does the QC 

fail when it is run? " 

DR. EZZELL: 1 have never experienced ;i 

failing. 

(202) 234-4433 
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to bring that data forward to the FDA. Now we are in 

the process of putting together a submission, and 

hopefully a 510(k). 

CHAIR WILSON: NL Reynolds. Both Dr, 

ReUer and DL Thrupp brought up the question of this 

being used in a level A laboratory, and 1 know that 

currently CDC only provides these reagents in Level. B 

and C laboratories in the laboratory response network. 

And at least in Pennsylvania, it is OW- 

feeling that we want Level A laboratoAes handling a?~* 

of these patelntial organisms as little as possibi*~ 

What recommendation, if any, if these reagents wer--- 

made avai2abl.e at the Level A laboratories with peo~l- 

who had not had the experience in interpreting some : 

these objective tests that they would be looking x- 

would you have that these would be referred up L:'- 

ladder even if you got a rule out result? 

DR. BREWED 1 personally would rather :: * 

answer that question, because it gets into the re7. 

of deciding CEVs policy for CDC. That questian wc,. : 

need to be addressed to them, if I could beg off 

bit. John may want to give his own personal. opini:: 

DR. EZZELL: 1 tend to agree tha!z 'it‘ 

probabl.y should not be speaking on behalf of the CS ' 

These are certainly -- the only test that I wcx: : 
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consider moving any of these tests to a ievel_ A 

laboratory would be the gamma phage, and cm33 again 

because I have beers hearing from across the country 

the number of laboratories that have seen strains that 

they are very concerned about at the local level. 

B. anthracis on culture, when you q Ye 

working in a biological safety cabinet is an actual 

Lie-v-d II agent that we have handled clinically. So, 

safety-wise I I don’t see a probLem there. 

But I da -- but as X said, I have been 

working and talking with some of the peopl.e, like Jim 

SnydEX 1 and others, trying to address some of these 

issues arzd where SORE of the labs have paranoia OX- 

whatever it is, and they are really concexxled, and it 

would be nice if we had some mechanism so we can add 

une more thing at the local level to give them some 

sort of warm fuzzy feeling about whether cx not this 

is B. anthracis or not before they try to move stuff 

u to the next level. laboratory. 

~~~IR~ WILSOE: Okay. Dr. Rellr;r, 

DR. RELJLER: What is the problem with 

having a responsive public health network, where if 1 

had an isolate that I had a question about, I: wouid 

send it to Stan Reynolds. You know, if I were in a 

small, laboratory in Pennsylvania- 

(202) 234-4433 ~ noalrgross cm~ 
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And he would have the resources, as other 

public health laboratories, or New York city, to do 

the job swiftly, and communicate back to me rapidiy to 

assuage my concerns { having first had access to 

infectious disease consultants who would be able to 

work with me, and that may have averted most of the 

ones that I would have to send to Mr. Reynolds in the 

first place+ 

DR. ~R~~~~ Well, X agree, and that is the 

way it is being handled now, that they are moving 

rapidly as possibie, and moving these isolates over 

and consulting with the level Laboratory that they 

respond to. 

And it may be just a matter of certain 

laboratories getting more used to trying to refer 

these up the chain, and having to maintain these 

immediate contacts. 

The reason that 1 brought up the thing 

abot;t the gamma phage is this possibility of one way 

to help these laboratories, because some of these 

laboratories have very good rapport with their 

iaboratories that aye immediately above them at the 

public health level that can answer these questions 

pretty fast. 

(21)2) 234-4433 
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RR. TUAZUN : I would just like to raise 

sume issues about the differentiation been the anthrax 

and the 13. bacillus. I think in clinical settings it 

presents very differently, but when you look at the 

culture i the important differentiation is in the 13. 

cereus, and if is seen very differently in terms of 

the choice of the antibiotic. 

But at that level, I think you already 

have Yc3UI- antimicrobial susceptibility, and the 

clinician would make the decision whether the patient 

should be treated for presumptive anthrax infection or 

presumptive bacillus cereus infection. 

But my question is what is the level of 

the usage of this particular test in the last five 

years? I mean, how many cases have been referred to 

you for identification and differentiation? 

DR. ~RUW~ : Differentiating bacillus 

cereus with bacillus anthracis? 

DR. TUAZUN : in general, your gamma phage, 

your antibody, how many have you done in the last five 

years? " 

DR* BROWN : Well, since the middle of 

October, we have done quite a few, 

DR * EZZELL : As far as clinical samples, 

we have had several outbreaks where we have had 

(202) 234-4433 
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isolates that came to us from an occasional cutaneous 

anthrax case, we had one dawn ix z~arth carolina. 

There have been actually very few cases that have been 

referred to us as far as isolates go in clinical 

samples. 

Most of our isolates have come more from 

environmental type samples, and we would use the gamma 

r>hage herq once again taking or having the isolated 

organism and using gamma phage as a SCreeiling 

mechanism for this. 

and from what I am hearing 

from the clinical laboratories, they have more of a 

problem when they get into like the megaterium type 

strain, B. cereusus is a hemolytic strain that is 

very -- yc3u knuw, usually works VXXy nice with 

hemolysis, and typically that is not a problem. 

St. is used as a control. here in this case, 

'because of this being related to IL anthracis, but 

from what we have heard, it has been mure of a probierr: 

with B. ~egateriu~ strains # and peopk questi.ar? is 

this-really . anthraci2 or megaterium. 

ut I think 2:. so taking into consideration 

as you mentioned earlxr that when the cAinical 

picture is taken into zsrxG.deration, most of thez 

issues are probably wcz-14 c=ut between the physician, 

NEAL 
COURT REPOR~E BERS 
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veterinarian use does it? 

That's correct. I am 

embarrassed to say 1 am not even sure exactly what 

statutes and regulations apply to that universe. 

C~A~~~ WILlSON: Any other questions? 

Let me just point out that in 

terms of our vision for an indication far a use 

statement would be on isolate colonies that are gram- 

positive, and hemolysin-negative, and have a 

suspicious calony morphology, that would be the target 

that the gamma phage or the DFA would be applied to. 

So I am not formally trained as i;?. 

microbiologist as Dr. Ezzell tells ~f:e all the timie, 

but 1 think that is really going tc cut down the 

population of suspect colonies that are to be 

submitted to the test, and decrease the possibility 

that it is going to be used in an incorrect manner. 

x would just foilaw up with the third 

category, the antigens fur antibody testing. We were 

trying to think where that might be applied, and Dr. 

EzzellTs idea was -- and it is just specuXation on our I 

part, but it would be looking at antibody levels, ancI 

trying to resolve a case of cutaneous anthrax and to 

make a definitive diagnosis. 

So I think that where that might be used 

(202) 2344433 
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But with the molecular assays Secoming 

n-ore and more easy, and mOre and more availabLe to 

different laboratoriwes, I foresee and 1 would predict 

that down the road we are going to see molecular 

assays being used in sume cases fo-r identification. 

~~A~~~ WILSON: Thank you f Dr* 

~a~hamk~~- 

DR.. ~AC~~~KI~: Do you know if the FA 

reagent has been used at ali to detect anthracis in 

tissues? Da yau have any data on that? 

DR * EZZELL : Yes q We have performed some 

assays on tissues that we have received fvcm animals 

that we have done postmortems an, and we have had 

animaJs that have died in certain areas, and we have 

used the FAs to detect these antigens in tissiles. 

DR e ~A~~A~~~~: So it would seem that that 

might be more likely ;zsed for an FA reagent than maybe 

for organism identification? 

DR. EZZELL: Yes a In sure cases, right, 

we have used it, and especially in tissues where sc~e 

necrosis has occurred, and where we have had animals - 

out for a number of days- air:d using these reagents tz 

detect antigens in the k+md or in tissue. 

~~AI~~ WI,X3: Okay. We have time fo- 

one or two more questxzs;. Okay, Thank you, Drs. 

NEAL R. GRUSS 
COURT ~~~Q~~~~S AND T~NS&~~~~~S 
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Brown and DL Ezzel.l, Atr this point, I would like to 

move to the open public hearing. 

Public attendees who have contacted the 

executive secretary riar to the meeting may address 

the panel and present information relevant to the 

unclassified pre-amendment devices. 

And I: would ask any of the speakers to 

state whether or not they have any financial. 

involvement with the manufacturers of these devices 

The first person who would like tu speak is Dr, Jolt 

Ticeburst, who is an Assistant Professor of Patholog;<r 

axed Medicine at the Johns Hopkins University SchaoL C: 

Medicine, and the Director of Clinical, Laboratories 3: 

the Bayview Medical Center. DL Ticehurst.. 

DR. TICEHURST: Good morning, folks, ar,: 

I appreciate the oppcxtunity to talk for a few mi.nut+ 

before you. WouLd you please refresh my memory, 3:. 

Wilson, as to the time that you are aliotting me? 

CrnIR WILSON: out twa to f i -,r. ~ 

minutes. 

DR. TICEHURST: And 1 apologize that I 

don2t have a written presentation to give you. 

could provide you with that later, What I wouid 1 ;L** i a..(_ 

to talk ta you about briefLy today from a e;omewks* 

different perspective than the one that you have hex : 

(202) 234-4433 





know f T -r;lsed to work at the FDA, and I am not 

representing the FDA toclay. I do have a perspective 

that a lot of peaple don't have, having worked within 

FDA, and would offer that to you. 

Some of the public health concerns. First 

of all, one thing that 1 always focused on when I 

wurked at the DA is what are the implicatians of 

false results or improperly interpreted trtte results, 

okay? 

And I think in the instance where we were 

talking about potential bioterrarist-ass~clated 

events I with false positive results, the concern is 

when we have a low incidence, perhaps before an 

outbreak has been recognized. 

With a false negative, it is when the 

incidence is high, and when people arenIt being able 

to recognize it * In both cases, there is a big 

problem with worried well. 

In contrast to what some of the other 

respondents said -- and this is one reasun why I don"t 

have a written presentation becaixse I: was m~d~fy~~g it 

this morning -- stand alone use, I think would become 

very important in a bio-threat environments 

we have been and we are under extreme 

pressure in clinical ILabs at Johns Hopkins to have 

(202) 234-4433 



a 

2 

3 

4 

5 

7 

8 

9 

IC 

11. 

12 

13 

14 

I.5 

18 

20 

21 

22 

23 

24 

25 another thing that has been borne out is 

assays where we can provide results rapidly Lo assist 

in the diagnosis and rna~ag~m~~t of patients, 

j: think there is another CQnCeYn that you 

need to address, which actually falls into two certain 

categories, and those are off-label. uses, particularly 

if the recommended indication for use would be 

epidemiologic. 

And in the liberal. interpretati.on of 

regulations, and having worked inside, I can tell -~CI;X 

that how you classify these things, when people have 

different assays to be offered commercially, there 

will be extreme pressure within FDA to interpret 

things - 

A new assay may be totall.y different 

within that regulation to enable things to get on the 

market more quickly. I think there is a big problLem 

rn this whale arena, particularILy by bia-terrorist 

aq3-223. 

The kinds of clinical studies that the FDA 

processes normally ask for really can"t be done here, 

A Lz&, af the c;ontrols that one might want really canit 

be used in the right environment, and in a typical 

e~~v~ronment that they would be used far, eve= in level 

B labs that have been referred to. 

@a?} 234-4433 
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The modei that we have been developing at 

IA-K? Hupkins Institutions is to restrict clinical use 

by gatekeeping, and this would be samething that the 

institution would do, perhaps in conjunction with the 

Fl)A.* 

And increasing accuracy by incsreasingpre- 

test probability, and cne would aLLow ordering only in 

the context of an expert consultation. For example, 

an Infectious Diseases consultation, 

And, Likewise, post-arzaIyticaLly, 

interpret the results with the clinicians with ZI 

expert consultant, because we donIt know what t&~,~ 

mean clinically, okay? I would also ask the panel r_ 

FDA calLs post-market surveillances 

Traditionally this has not been an axes _: 

strength far laboratory assays, to have past-mawk+ 

surveillance where there could be data coilection A:,: 

actian, based on what happens after assays get on ~1, 

market / no matter who is marketing them. 

And again, full disclosure, and being vz:.-' 

honest with everybody as much as possibIl.e, and what : 

we know and what da we not know, the bottom kines E li 

me and for everybady in the room. 

Ask people tc consider the question thwz* 
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extent of preparation * Class I, I thirlk my 

~~d~~st~~d~~~ during the time that I worked at the FDA 

was that the current dinxtion was that as many of 

these as passiblct were going to lead towards being 

exempted jl 

And where basically it would be up to the 

conscience of the manufacturer to adhere to the 

general controls that were in place, and in many cases 

there wauld not be submissions to the FDA for these 

products. 

And SQ it would be a self-regulated 

practice in many ways, unless problems occurred, 

CHAIR WILSUP;T : Okay. Thank you, Does 

anyone else have a question for D9rm Ticehurst? okay, 

Thank yau . Is there anyune else who would like to 

make public comments at this time? 

DR, ~~C~~~R~~: Can I make orre more 

comment, please? 

CHAIR Go ahead. 

DR. T~C~~~R~~ : I g m sorryI but I forgot to 

mention this in context. I 'i,ake issue with scme of 

the camments tlx~t were made about Level. A Zabs before 

and 1 sax-t of said this tc some extc;nt. 

3: think at Least within ~a~y~a~d the 

public health labs wewe overwheLmed during the fall, 
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and again J mentioned the point that there was a lot 

af pressure on those of GS in what might be caLLed 

level A 5aSss, many af which have lots of expertise for 

doing the kinds of things. 

I think a good thing ~CI do would be to -- 

and I will just mention that this is not your p~~ie~, 

but that the public health network be reexamined to 

see whelre it can be ex anded when necessary, because 

from my point of view, the public health labs had a 

lot af difficulty keeping up, and we in the Level A 

labs really fiad to be prepared and need to be prepared 

to do a lot mure organism-specific diagnosis OM o*ur 

own up through biosafety level three. Thank you * 

starry WJLSON: All right, If there are 

MO other -- yest Dr. Reller. 

DR. RELLER: Dr, Ticehurst f I 

intentionally wanted ta be pravocative about the leve1. 

a laboratories. What about another paradigm? 

Re~~~~izin~ the pressures -- there is a balance here, 

and CXE of the reasons that public health laboratories 

are overwhelmed is because they have been under- * 

supported. 

labaratory system, then one could use the argument 

that we need level A because we don't have level. Be 
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things, it seems ta me that we should also think about 

not -- the world as it necessarily has been, but the 

world that could be and maybe should be. comments in 

relationship to that, and you urging the level. A 

laboratories have these reagents available? 

surprised to hear that you are being provocative. I 

have never heard that before. Second -- and it is nc"z 

my nature either as ycm know -- but secondly, 1 thir?,k 

there was a question there about whether one might, 

instead of -- and I was sart of e~~~as~~~~~ direct&x 

of resources or considering the use af these types CC 

assays in 63 level A lab. 

And I think that your question was, well, 

why not expand level B capabilities either directly Y: 

indirectly through deputies or deputizing, And : 

think that is a fine concept8 and I think one uf tpX 

things in any of these scenarios that everybody ?C 

got to be really fLexible. 

And I think that people have to think, a:.: 

when I say people I I mean everybody fr-om FC,1;< I 

manufacturers, CDC 8 you name it, they have got -- 

think public health and put everybody"s interests iv 

stake here. 

I think one of the problems and that CT.~- 
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The question abOUt expanding the level B 

capabiiity, MO matter how you da it, is it simply 

quantitative? In other wards, are there enaugh tests 

and people tu handle the workload, or is it also 

qualitative, in terms of the technology. 

The discussion befare I eventna.hLy got 

around ta talking about PCR techniques and SO forth, 

I think that -- and again T agree -- I think that the 

public health Labs in this country have been reeglec=ted 

to a large extent for a iong period of time, 

If you are going to expand them either 

directly or indirectly, you are going to need to make 

sure that yau do it technol.ogicaH.y, qualitatively, as 

well as ~~a~t~tat~v~~y~ and that is not something that: 

you can make happen overnight. 

Where you have the advantage now, at least 

in certain level A labs, many academic medical centers 

today have a lot of expertise in rn~de~~ technaiogy - 

like PCE?, where it would be x~~latively easy far them, 

whether deputize or whether level A privileged, o,r 

whatever you want to tail it, would be ab2.e to either 

supplement the public health system, or at 1.east be 
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able to provide for their institutian's patients. 

Does that answer your question? 

DR. RELLER : Well, 1 appreciate your 

perspect iv-e t and 1 think it would be -- it is nut only 

the number af people. I mean, I agree with you that 

the cutting edge technology, I believe, needs to be in 

the public health sector, as well as the academic 

centers. 

1 think when we talk abcut technoiogy, 

there is also another aspect that is important, is 

that sometimes the technology in my view, the cutting 

edge; technology and academic medical centers may be -.- 

the technological possibilities may outstrip the 

clinical and perhaps public health capacity to 

appropriately apply that technology. 

reclassification sf llabaratories, and you need an A-1 

and an A-2 category, nat to increase the bureaucracy. 

But I was going to come back to your experience. 

facilities were overwhelmed, and so it is a Zat easier 

in ~~~ds~g~t obviously, but has anybody taken a look 

in retrospect at the overwhelming issues that came up 
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And from the standpuir,t that we have all 

have ment iaaed # Or that everycme is wanting to have 

t3Vi3iii3b2.e I namely a good level one standard procedure 

approach, together with clinical and epidemiological 

consultations at the local level with infectious 

disease r or if the health department is overwhelmed, 

at least have the Xocai hospital have their team 

evaluate the episode or the suspicious episode, or 

whatever. 

In retrospect, hOW many 0 this 

Qv~~w~~~rn~~g workload for the public health labs could 

have been adequately handled at the level, A ievel, 

With appropriate COnSU~tatiaTl and standard 

microbiology procedures? 

DR. ~~C~~~~~~~ X think that the way that 

scenario evolved, and as 1 participated in it, and 

from what I saw on the side, was that it was a first 

episode f and no matter what ~a~~~~~d, ar,d TZU matter 

who absarbed the workload, they were going to be 

uv~~~~~~rn~d. 

There was a lat of flyis;g by the seat af 

the pants, and that is not a criticism, That was a 

reality. It goes back to my point about the natux-al 

or there is no natual history, and you can put 

natural in quotes~ 



J. 

2 

1.4 

21 

22 

23 

The way things have evolved was nat the 

way that anybody predicted. And that makes it very 

difficult tc -- ar;d again as I said, to try to be 

predictable as to how ta deal with things, but 2: da 

think that a lot of lessons were learned about the 

kinds of things that need to be in place. 

We now have experience witha bioterrorism 

event, that in terms of total. cases, which are tragic 

cf cuurse I are very small. But the overall impact was 

huge J and again because of this huge number af worried 

weii or potentially exposed, and SQ forth. 

And I think there are people that are 

reexamining -- weil, I can"t speak tu what the 

~ary~and state public health labs have done, or might 

be doing to reexamine. 

I think that if the -- that: 031 the 

idealistic side, if the kinds of consultations and so 

forth we were just talking about took place, yes, a 

number cd! the influx of specimens and so forth wou!.d 

be much smaller. 

But then you get to the -- well, what is 

the reality, and thae is *&here some of the hdes GOiTS 

in. How many consultaX are there to go around to 

make that recommendaticz. 

Are you gz:.Tx.J ta extend it down tc: 



8 

9 

‘1 
.&- 

22 

13 

20 

21 

22 

23 

24 

25 

r* 
z 3 

fellows f as well as attendings. You knaw, you reach 

a paint where that system gets averwhelmed, and I 

think that we can le.arn lessons, bur J: think that this 

is part from my perspective one of tihe problems befare 

you today, which is that you are beirzg asked to make 

recu~~e~~ations on things where you can't really -- 

you canit even necessarily recommend what ought to be 

done. 

And that's because the scenario, at leastl 

when we are talking about bioterrurism, can't - bJ 

predicted. But QI*~ the other hand, there is obvicx 

perceptible public health benefit to these things tha: 

are plausible. 

And if you do the tradiCxmal long list 2: 

things # or even the short list of chimp that the FIX 

would traditionally require, these things can be kee: 

off the market, and add publ.2.c health p3.ausibi1i.t:,~, 

and J: think that is doing just as much harm, 

because they were suspiciaus were actually fair::.- 

smaLL, maybe a couple of dozen. 



Su that was nat a problem. But we were 

indeed inundated because af the e~v~~~~~~~ta~ samples, 

and 1 don"t think that anyone is recommending that 

ILevel A Laboratories work with environmental sampl.es, 

DR. * ~~~~~~~S~ : I think the answer to that 

is right, althoug have heard of scenarios where 

level A laboratories received environmental specimens 

and rarz, into big probl_ems because of that. 

I dan4t know about the total number af 

specimens, and what the safe lev4.. was. Some of the 

overwhelmed pertained less to isolates than ta 

antibody detection, poterrtrial for exposurre. 

There was also the quest&m that came upI 

which i thiw7,k is relevant to the discussion today, is 

naris sampling, which really is an ~~v~~~~~~~~a~ 

sample when you get down to it. 

But that caught the attention of 

everybody I and that is lit, clinicians, 

everybody wanted to sample; ~v~~~~~~~4s noses, and I 

think that perhaps falls into the purview of the 

d~s~~~s~~~ today. 

CHAIR WILSOfu’: Dr. G~t~a~~ would 

testing for things that are in an epideniologi~ 

environmental type af testing, does that fall undelr 
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Z>R. GUTS : I feel it is gXLE!ly 

epidemiology that would fall outside of the purvie*w. 

I might differ with Dr. Ticehurst about nasal turage 

Cphonetic] f but if it was clearly environmental stuff 

0I-l letters, or post boxes, that clearly is 

environmental, and that also falls outside. 

CHArR WILSON: Okay. Thank you, and 

thank you, Dr. Ticehurst. I would like to end at this 

point to close the open public hearing, and at this 

point, I think we will go ahead and take our lunch 

break now. 

We were scheduled tc do an open committee 

discussion on either side of the lunch hour, and I 

think it would be easier at this point -just to start 

that right after lunch. 

And I would like everybody to come back 

promptly at one o?%xk, if possible. Thank you. 

(Whereupon, at 12:OU p.m., a luncheon 

recess was taken.) 

A-F-T-E-R-N-O-O-N S-E-S-S-I-O-N 

(133 p.m.1 

CMAiRMAF\J WILSON: I would like to begin 

the open meeting discussion. I would like to comment 

that this meeting is open to public observers. The 

pUbliC observers may not participate without the 

NEAL Ft. 
COURT REPORTERS CRlBERS 

1323 RMODE iSLAND AVE., N.W. 
(202) 234-4433 ~AS~~~~T~~, D C 2~~~~-37~1 ~ neairgross corn 
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specific request of the chair person. 

For about the next --- we are going to 

allocate about another hour or so to have a committee 

discussicn prior to making a final recommendation and 

vote * 

At this point, I would just like to open 

up the discussion to members of the committee, and 

again, I: would remind everyone to please speak into 

the microphone, and if ycu would like somecne either 

from the audience or the FDA to participate, please 

indicate so. 

Would anyone like to begin the discussion, 

or does anyone have a question that they didn't get 

answered this morning? Dr. Smith. 

DR. SMITH: Well, I guess 1 was part of 

sort of what happened in Washington, D.C., and seeing 

people come to cur hospital_ for screening. And I 

think there was SC much chaos at the time, that as I 

was trying to sort this out in my mind, I realized 

that cur mission is one of trying to classify this, 

but at the same time 1 can't discount how I know how 

this test is actuall.y going to be used, and in scme of 

the discussion that we have had around the table, I 

thi.nk. 

I personalL y would like to see the log1~ 

NEAL FL GRQSS 
COURT REPORTERS AND ~~~~~~~~~~~ 

1323 RtiGDE iSlAND AVE ( N.W. 
(202) 2344433 WASHlNGTON D c 20005-3701 ~.~~a~rgro~s corn 
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And other than the people that have actxal 

real clinical presentations. I mean, if somebody 

ccmes in and says that there is a suspicion to 

cutaneous anthrax, and you is&Late an organism from a 

KLocd cul_ture or wound culture, and I think regardless 

of what you get in that level A laboratory, that 

should go up the line. 

And that that should be part of th? 

recommendation built into that, and that would h-3 

subjected to further testing SC that it would get i 

PCR and it would get a full battery of testin:, 

because even if the phage is a good test,. we know t!x 

in the literatur e that there are reports of both fal -. 

positives and false negatives. 

SC that would be my only recommendat?... 

that you basically have these two different grotl;:, 

and the screening grcup~ I don? have any problem LY‘:: 1' 

you do with them. But anyone who actually has : 

actual CliniCal presentation, any iscZates tb- : 

should go up the line- 

CLAIRE WILSON: Dr. Ng. 

DR. N-G: I am in a high complexity 

A lab. Yet, I don't do any stage testing. SC 

very concerned that if that should be made availabl- 

would we be able to maintain competency 2: : 
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proficiency in the rare case where it would be needed. 

I EkM also struck by the relative lack of 

information on how these tests are performed as 

alluded by Drs. Brown and Ezzell. But in the 

background information that we have been provided, in 

1951 the studies showed that 2 of 56 other B. 

anthracis strains reacted positively in the gamma 

lysis 1 

We see 8 of 70 in a different study, a 

1958 study, and 8 of '70 B seri.es serum mycocides, also 

light. 

And we see in a 1963 study that only 63 of 

74 B. anthracis strains, et cetera, et cetera. So 

there is this definite false negative, as well as 

faXse positive, rate. And I donIt feel that: I have 

enough information to decide is it a good enough test 

to put in the hands of the relatively inexperienced 

a.k.a. level .A lab. 

I would also like SOMf? backgroun,A 

information, and if you are using the test 1 :: 

con-junction with the gamalysis and appearance of th? 

colony, the non-hemolysis, the non-motility, and ths 

gamma phage life, and what are the relative fals? 

positives and false negatives of each of those tests. 

And then all together so that we can sens-~z 
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have gone through the validation of this, to show that 

you need to look at the phage in two different 

concentrations of inoculum, and so we go to a two 

quadra streak, 

And this is one thing that we have found 

that has improved the performance of this assay! and 

this was stili a limited study that we did, but we 

stil.X looked at quite a broad range of isolates. 

So I think there are going to be some 

performance characteristics that are going to be 

different or are going to differ from these earlier 

Studies because of some things that we have found 

since then. 

But this assay, I do not think, should 

ever be used by itself as a stand alone assay, and 1 

think that especially in those cases of B. cereus i 

where these strains are hemolytic, as opposed to the 

B + anthrax I which is not. 

I think that when we take non-hemolysis -- 

and gamma phage, this assay is going to be -- 1 think 

it will have a march better performance than some of 

these earlier reports had indicated. 

And also based on the fact that we had 

going to phage on this particular strain, we have had 

pretty good results with It. 13ut I can say that this 

NEAL R. GROSS 
COURT REPORTERS ANCl ~~~S~~~~~~S 

1323 RHOOE L5XAND AVE., N W 
(202) 234-4433 WAS~fN~TON 3 c 20005-3701 ~.~ea~r~~~~s corn 
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assay is not meant to be a stand alone assay. 

~~A~R~ WILSON: Dr. Ezzell, are these 

assays evenly -- % mean, given that sume of these 

reports go back 30 to 35 years, are these even really 

the same assays that were originally described and 

tested? 

DR. E%ZELL: That is an interesting 

question. We do not have any of those phage from 

those earlier studies. All.1 we have is the gamma phage 

that was originally supplied to us by CDC many years 

ago by Lou Cherry, and that we have propagated and 

tested on various other and different strains to 

praduce a phage. 

The phage as we produced it appears to 

work very well. in our hands, but as I said, one thing 

that we have discovered is that there are variations 

from strain to strain of the B. anthracis, and that Is 

a potential. robiem. 

But like 1 said, we have found that b:t 

gaing to a two quadrant streak, and doing EW,T 

dlfz'erent concentraticzs, that this has cleared xc 1 

some of the iffy results that have been noted earl.&:-. 

~~A~R~ X::,S3N: Dr. Ng. 

DR. NG: blast TICI irr hearing your discussions, 

in fact these de&x:> 2nd subjectivity of t-- 

COURT REPORWRS AND ~~~S~~~~~~S 
1323 RHOL)f lS’LAND AVE.. NW. 

(202) 234-4433 ~AS~~~~~~~ 3 C 20005-3781 ~.~~~~r~ross corn 
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interpretation, as well as the new variations in the 

assay, make me say that 1 want to leave this with my 

State Lab, and you are not dealing with the unique 

issue with the cll.inicals, and so now it is an iffy and 

leave it to the experts. 

DR. EZZELL: This assay, like a lot of 

assays, should never be put in the hands of people 

that are nut properly trained, and have actual 

experience, and also should always be run with prop-t:- 

And to go back to some of the earl:-: 

comments about having these assays show up and i-* 

handled by inexperienced personnel, that should neT,*.-: 

happen. And actually the duty of the level . 

laboratories, and who are directly above those lee. 

A Laboratories, if this assay were to be put in lee--. 

A hands, that these people should be trained by -: 

level B lab right above them should be responsible : 

making sure that they are properly trained. 

CLAIRE WILSON : Dr. Nachamkin. 

DR. NA~~~~IN: So we are allowed I 

consider each of these class of reagents separate:,: 

and we don't have to consider them as either all 

none? so, for example, we could say the gamma ply: 

should be a Class II type of device, and the antiga:. 
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that are produced for doing serologic surveys are 

Class I, is that correct? 

DR. EZZELL: That's right. 

DR. ~Ac~~~r~ : And we have not really 

discussed very much about the antigens, and in my 

mind, antigen production and the assays for measuring 

the antibodies with surveys really have fairly Little 

implication, in terms of diagnostic Taboratories, 

So I am not too concerned about that, but 

it is clear from the discussion that the gamma phage 

is not a simple test to do. That there are lots of 

variabl.es that go into doing the test, and it ‘p IL;, 

likely that laboratories are going to need to have a 

reagent like this at some point in the future for a 

variety of reasons. 

One is that we canIt count on the public 

health infrastructure to be funded to support this. 

1 mean, if the government does what they normally do, 

is that they put a lot of money in now, and then they 

wiLX yank it a few years from how when it is 

politically not sensitive. 

And so 1 am concerned about the long-ter? 

viability, in terms of the public health ability t: 

support continued outbreaks or BT events. And then 

there are issues about getting strains from the local 

(202) 2344433 
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labs to the public health labs for testing. 

We have heard a lot about UPS instituting 

a gamma radiating or ionizing the radiators for all 

their boxes. There are no regulations now to examine 

certain products. So anything that I might send via 

a courier could get irradiated before it gets to the 

State laboratory. 

The mechanisms for transporting them from 

hospitals to State laboratories are not weXl worked 

out 1 We have experienced some problems ourselves in 

Philadelphia in October, with just trying to get 

something couriered from the City lab to the State 

laboratory, which took two days+ 

If we had a reagent available, we would 

have had the answer right then. So in the event of 

any of these scenarios, 1 don? think everything is 

going to work perfectly. 

So we just have to take that into account 

when classifying these devices as to where it might it 

be used in the future, and not necessarily what the 

curr9nt palicy is, and whether the policy is correct 

or not. I mean, we can't decide the policies here. 

~~Ar~~ WILSON: Good point. Dr. 

Zabransky. 

I3R. ZABRAHSKY: 1 have a number of things 

(202) 234-4433 
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that are related and unrelated. First of all, putting 

in Class 11 versus Class I, and i will just say Class 

III in my mind is out of the question, 

But putting it in I or II is not going to 

dictate where the test is going to be done. To me 

that has to be done or controlled by the -- what has 

been described as the special controls, which we could 

put into Class 1 by who you distribute the test to. 

The other aspect of this, and again I am 

thinking of the phase testing in particular, the 

aspect of quality control. of this particular test. I 

don't know, and I am going to ask Dr. Gutman if he can 

comment on this, but can we define in the special 

controls under the labeling how those controls for the 

tests can be done if we put the test into Class I. Do 

you follow me? 

DR. Let me make a correction 

first a Actuallyl the special controls would require 

yola to classify this as Class IT, and if yotl decided 

that it would be Class I, then you would have that 

considered as quality control. 

DR. ZABRRNSECY: Oh, excuse me. 

DR. ~~T~~ I am actuaH.y not sure. Can 

quality contra 3, be considered or be part of a special 

control for Class II? 



t .i 

(Brief Pause.) 

DR. GUTS: Yes q The answer is yes. 

DR. ZAB SKY: Well, based upon that, 

with the special. controls that can be set up as far as 

distribution, which would be to only certain types of 

labs, either by virtue of their level, which might be 

assigned by CDC regs, which would be the B kvel, or 

perhaps with certain education and training, which 

would be the larger labs, university labs, 

And then with the adequate description in 

the labeling as to how the tests are to be done, if 

-would seem to me that it could be put into that kind 

of a category. 

The problem is how fast can the 

regulations or the new rules be written to address 

that, as opposed to putting it into Class I 

completely, which would allow it to be quickly 

marketed so to speak. And 1 see a comment coming up 

here * 

DR * EZZELL : well, actually at least d: 

thi33point in time, the x&ifE erence between Class I as,ti 

Class II, in terms of a xn-exempt product, this would 

be reserved products 2s Class I and a Class 11 

product, unless you c!Tlxrl to exempt this Class I. 

But for 2 xserve product the review 
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process is no t terribly different. Special controls 

d0 kick in, but the bottom line is that we st:i3_1. want I 

to see performance, and actually the heart of the 

chaiienge here is the challenge that Dr. Ticehurst 

brought to the table, which is that it will be hard to 

deal with this because you wont see the normal 

clinical data sets that we have come to know and love. 

I want to correct what 1 said. Quali',y / 
I 

control could be applied as a special control. if yo;_;. 

were to make this a Class II, and your ability to IX:= 4. 

recommendations QM the table either to have speck;: 

labeling, restricted labeling, that labeling could :, 1 

for the product itself. 

That labeling could spi.ILl over into c:.-P 

test report if you thought it was appropriate; and : 

-JKXX ability to define some kind of use, h: :I. 

complexity lab, or low complexity lab, public hea? 

response lab, or whatever you decide to put on -‘ 

table. 

The restrictions in use and IabeL :' : 

actually can be associated with Class 1, and we !TP- * 

actually a couple of examples of Class 1 products :I.~* 

are actually exempt, but restricted in the way ",:.;' 

they are distributed. 

So you have a reasonable amount of free: l-- 



1 

2 

3 

4 

5 

6 

7 

8 

9 

a0 

1.1 

12 

13 

14 

15 

16 

17 

2.8 

I9 

20 

21 

22 

23 

24 

25 

to put special controls on and then put restrjctions 

on as well, depending OTZ what the comfort level is, 

DR. ZAB SKY: Do you want to address 

what I was talking about, because I do have something 

else * 

DR. EZZELL: I totaLLy agree with your 

COftlME?I-kt about the -- this discussion, it was my 

impression that it would deal primarily with the task 

and not with which laboratories are going to be using 

the test. 

Early on it was brought up where did 1 see 

that possibly being used, and i just happened to 

rrrention level A laboratories, But perhaps that st~LlL 

needs to be resolved within the CDC and the LRN and 

try to resolve those issues about how far those tests 

would be taken, 

I would just make the observation that 

perhaps some Level A labs may have benefitted from 

same other test they could use to give some sort cf 

added degree of assurance that they were not dea1ir-q 

withJ3. anthracis. 

But o,rce again 1 think this issue aboct 

whether or no t it is going to be a Level. A laboratory 

or not is something that should be perhaps -- well, rnlF 

suggestion would be that it should be something that 
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C~A~~~ WILSON; Dr. Thrupp. 

DR. THRUPP : I was going to throw out a 

similar question. There have been a number of 

comments about the phage, but of course an antibody is 

done in the level A lab, and is more amenable to what 

people are used to doing, in terms of controls. 

And so I wondered if you could comment a 

little bit further on your experience with FA, 

because, for example, on the CDC and in the summaries 

that were produced, there are some comments which I 

didn't find it in the papers, but for example, that 

the capsules are only produced on certain media, and 

that they can be Xost on subculture, and if they are 

going ta be lost readily so that false negatives could 

be a real problem, or if the media on which capsules 

are produced is going to be difficult to produce, and 

prodiced on standard media, there is SOi-Rf? other 

questions that would be relevant, in terms of whether 

we are -- and grant that nobody is preparing to 

present a proposal with data, but just a feeling for 

whether the FA test is really a slam dunk, or has it 

got lots of holes in it that would present control 

problems. 

DR. EZZELLJ: There are a number of 

problems that can occur, especially with the capsuk 
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/I 8 percent bicarbonate, or in an auger, an auger 

culture that has . 8 percent of bicarbonate, alorig with 

some co2. 

When you do this, under standard methods 

where you dry the organism down on to a slide, and 

then come back and fix it, and then do your assay, the 

problem with that is that quite often these bacilli 

will slough off, because that capsule is loose enough 

that when you try to wash, you end up with ghos: 

images of where the capsule was still s:uck to C%Z 

slide. 

That is a problem,, and that is one weasx. 

that there is some -- that when we worked with CRC :. 

some of the methodology, because at USWRIID you ha-~-- 

to look at these FAs actually under wet mount and r: * 

poured on top of the slide. 

But there is a problem when you try to : 

standard methods, and so in that regard there la j 

problem with that particular assay, unless you - ' 

special methods, and the problem that you *will : -3 

into is that typically people do not look at th-2: -. 

assays under wet mount in most Level A labs. 

So these are problem areas that have T2'e * 

to be resolved with regard to that. 

DR. THRUPP : But your comment was well 5: 

NEAL R. GRUSS 
COURT REPORTERS AND T~~S~~~~~~S 

1323 RHOOE &zxAND AVE., N.W. 
c$xl2) 234-4433 WAS~~~G~~~, D C 20005-3701 ~ nealrgross tcm 
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though at the heginning, that if you are dealing with 

suspiciaus clinical. circumstances, and you have a 

blood culture, or tissue, that is really suspicious f 

that is the physiulogic circumstance where the direct 

wouid be positive, because there would only be a 

capsule there, 

RR. EZZELL: Yes, absol.utely. 

RR, THRUPP: So that might be worth 

considering. Is ormine or a counter-stain necessary, 

especially when you are dealing with tissue with that? 

RR. EZZELL : What we have found in tissue 

is that it depends on the age of the tissue, and how 

readily it was fixed. That we see scme variations in 

how Ear the capsule has begun to slough off the sills, 

and how much background we will see. 

But we have had great success in picking 

up encapsulated bacilli out of tissues, and also we do 

a dry down blood smea,r, but even then I can say that: 

YOU are goin to run into some problems. 

It is a little bit of a background problm 

because the capsule has sloughed off. - 

RR, TWRUPP: But withhout a counter-staiz 

and doing it direct? 

DR. EZZELL: Just doing a direct grax 

stain, you can see halos typicaliy running with 

NEAL Ft. GROSS 
CQ~R~ R~~QR~~RS AND ~~~SCR~E~RS 

1323 RHODE IStAN AVE., N.W. 
(202) 2344433 WAS~~~G~O~, 0 C 20005-3701 ~ neairgross corn 
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bacillL I hope that I have answered your qirestion 

right I 

CHAIRl'4A.H WILSON: Okay. Other questions 

or comments at this time? Dr. Ng. 

RR* NG: I want to respond to my 

colleagues, You are right that a direct FA is a 

second line test and it certainly is what we do for 

legianelia and other bugs like that. 

But when I: hear about this, I get even 

more nervous about it, and I think what we are ail 

suffering about is the true lack of how this performs, 

and I recognize that you probably don? have an update 

to tell us how it performs. 

But just kind of an understanding of how 

we would interpret that result, and the Likelihood 

ratio of a positive test, meaning it is really an 

organism, or a negative, meaning you. have really ruled 

it out. 

And nothing that 1 have heard here says 

that any of those tests are a hundred percent or 

diagnostic in trained hands, let aione in high 

conplex.ity Labs, where we would do this test once 

every year, or mce every years, and maintaining 

competency and proficiency would be an issue. 

DR. THRUPP : Well, Dr, Ng, the latter 
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paint is well taken. It is going to be rare that it 

happens. On the other hand, if you have got a 

CiiX2iCally suspicious circumstance in a septic 

patient I and you have got positive blood, and the 

anthracis grows rapidly, and you see gram positive 

baciLLi in that blood. 

A;?d within a matter of hours, you could 

have an FA confirmation; whereas, if you are going to 

wait for hemolysis, and subcuiturinq, and phaqinq, or 

even PCR later, then there is a rapid assay out there 

that would from what we are hearing would actually 

work I 

Now J whether it is practical is another issue. 

~~A~~~ WILSON: Dr. Nq. 

RR. NG: Well, I want tu think about the 

acute patient issue3, versus the epidemiology here, and 

so in that situation, if you tell the ID guys that you 

have got a gram positive tissue growing like busters 

in blood culture, I would hope that they would have 

covered that possibility so that the identification of 

the ~rqanism, and the treatment is not dependent on 

the deiay that it will take to ID the organism. 

RR. THRUPP : Well, some of the sirius grow 

pretty rapidly, too. Now, not as rapidly I don"t 

think, but there could be -- 

NEAL R. GRUSS 
CQ~RT R~FORT~RS AN5 T~N§CR~5~RS 
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Dr. Thrupp - Weli, we are here and we are discussing 

history, right? Because we firmly believe that the 

test in the future will be hopefully a nucleic acid 

based test. 

t\Te are dealing with a blood cubx.nx3 bottle 

at 10 to the 9th, or 10 to the L2th organisms per mil. 

Excuse me f but 1 don't see why you need to amplify 

that. That ought to be a direct hibernation assay 

that ought to be fairly quick. 

So in that situation, an assay, a direr: 

hibernation, it daeswt matter. You probably will 

have a tool that can be better ccntrolled at the lee_ 

of a level, A lab to make the rapid diagnosis. 

DR * EZZEI...lL : I: think we were rest&x-: 

here to things that were prior to 1376, but yes, x-- 

have modern tools available now. And one mcxe GO~W::* 

about the bacil.li in the blood. I will. throw +I:.- 

question out to you, 

1 know of no other bacillus that will f i - 

a capsu?e like this in bl.ood. Do any of you know - 

one? 

blood? 

DR. NG: Megaterium. 

DR. EZZELL : Megaterium forms a capsule .: 

DR. NG: That is what the paper says, 
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I have not heard a lot of discussion about 

the other aspects of safety; that is, actually using 

these assays * r think Dr. Ezzell and others have 

commented that you can do this pretty safely, even at 

bio-safety level two conditions. 

So I think the real issue here that we are 

all trying to grapple with is what do you do with 

these results. 

The third question that has been asked is 

what level of controls are sufficient to provide a 

reasonable assurance of safety, and the fact that 

these types of devices; that is, general controls, 

general and specific controls; andpremarket approval, 

And then the fourth question is do you 

beli.cve that restrictions on sale, distribution, or 

use are necessary to provide reasonable assurance of 

safety and effectiveness for these types of devices, 

And then, Ms. Shively, if you could put up 

the form. And so for those of you who have not seen 

this form before, in some sense this is simply a 

rewording of the questions that have just been shown 

up there. 

And what we have been asked to do is to 

vote on these sequentialiy, because that is the way 

that the form is designed. And so at this point I 

(202) 234-4433 



would like to begin that process, beginning with the 

very first question* 

X don't think that members of the audience 

can probably see it, and so I w2.l.l read it to you, In 

Question Number I on this form, it states that if the 

in vitro diagnostic product, or information derived 

from its use, potentially is hazardous to life, 

health, or well--being when put to its intended use. 

50 this is the first issue that we have 

been asked to vote upon, Unlike for those of you who 

have been to previous panel, meetings, this is not a 

condition where we will vote either for approval, non ". 

approval, or approval with conditions. 

This is just a straight up and down yes or 

no vote on each of these questions so that we can 

complete this sequentially as we go through the form. 

And as we go through, rather than doing the usual vote 

of individuals, 1 will probably just ask for a show of 

hands from the panel members. Dr. Gutman. 

RR. GUTl'&%N: Yes, we just need you or the 

comm%ttee to clarify whether you are going to address 

these sequentiaLly as three separate items, or whether 

you are going to bundle them and treat them as a 

single item. 

CE3AXR.Fl.A.N WILSON: I think from what 1 have 

COURT REPORTERS AND ~~~S~~t~~~s 
f323 RHODE IS~NQ AVE.. N.W. 

(202) 234-4433 WAS~~~GT~~, D C 200053701 ~.~ea~rg~o~~ corn 
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heard from the panel. members that everyone would like 

to do these separately for the three different 

products. Yes? 

MS. SCULLS : Marjorie Schulman, FDA. 

Then we will have to fill out the form three separate 

times to vote on the device? 

CHAIR WILSON: That's fine. All right. 

Dr, Ng. 

RR. NG: I'm sorryr and L know that we 

discussed these in two different categories, but I am 

actually in favor af bundling them al1 together. 

CLAIRE WILSON: Okay. Then we will have 

to take a vote on that then. I will take that as a 

motion then, Dr. Ng, that you would like to have them 

voted on as a bundle. Does anyone want to second that 

KK2t iUl2? Dr. Reller. 

DR. RELLER : I know where I personally 

want to go? and have bundled them in my own mind, hug 

then I reran the questions relative to the bundles, 

and so I know how to answer the questions 

sequentially ‘ 

So I can cp *zither way. It will get tc 

the same place. 

DR. TUAZON: 1 would second their motion, 

because I think that p~-xt y much they are going ta br3 

NEAL Ft. GRUSS 
COURT REPQFCTERS AND T~~~~~~~~~~ 

7323 RMUQE iSlAND AVE , N.W. 
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obsolete * 

CHAIR ~~~~UN: Okay. Then the motion 

and the second. is to vote on these as one bundle 

grouped together, Any other discussion on that before 

we vote? 

DR. NG * . 1 don't understand why we are 

making this motion. 

CLAIRE WILSON: Go ahead, 13rB Ng. 

DR. NG: I feel that we won't be worse off 

than we have been for the last 50 years. 

COmmentS? All right * Ail.. in favor of the motlr-. 

raise your hand, please? 

MS. POOLE: So that is four out of sew,-:-. 

voted yes to bundle; and before we gu any further, 6'4 , : 

voting members today are Kathleen Beavis and Mar= 

Smith, and there were five members w 0 have vote-j $.: 

temporaries pursuant to the authority granted W-X&: 

the Medical Device Advisory Committee Charter, dar- : 

Uctober 27th, 2990; and as amended, August Wth, 194 e 

* And 1 appoint the following persons :: 

voting members of the Microbiology Devices Panel L' : 

the duration of this panel meeting on March 7th, 208~ 

Irving Naehamkin, Valerie Ng, Barth Keller, La::, 

Thrupp, and Ronald Zabransky. 
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For the record, these people are special 

government employees, and are either a consultant to 

this panel, or a consultant and voting member of 

another panel under the Medical Devices Advisory 

Committee. 

We have undergone the customary conflict 

of interest review, and we have reviewed the materials 

to be considered at this meeting, and it is signed 

David W. Feigal, Junior, Director, Center for Devices 

and Radiological Health. 

CLAIRE WZLSON: so the vote 

was 3 votes to 4, 1 believe. Okay. Thase opposed? 

(A show of hands.) 

CHAIR WILSON : We have three opposed, 

and apparently, Dr. Beavis, are you abstaining? 

DR. BEAVSS: No, but I would like to 

abstain. 

DR. THRUPP: Was that prior to -- 

DR. NG: Can she second my motion, because 

if she can't second it -- 

- CHAIR WILSON : TechnicalLy, no, y0c.i are 

right * She cannot s That93 rig She is not a 

vating member. 

DR. NG: Then my motion has not been 

seconded. 
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CHAIRMAN WIbSON : Any opposed? 

MS * POOLE : Okay. It was unanimous. 

CLAIRE WIbSON: Qkay.. 

RR. RELLER: Ro we actually when we are in 

the yes and no category, as opposed to the 

descriptions, and let's say we were to come to 

Limitations, or restrictions # or wherever, where we 

would need something specific tcs vote on, on yes-no, 

doesn't that just mean that we can vote yes or no? 

I mean, we are ending up in the same 

place. If we have a motion to vote yes, then it is 

yes or no. So we could truncate that process. 

MS. S~~~~~: That's fine on however you 

would like to do it. You could read each question and 

then after each person said yes or no, and -- 

~~AIR~ WILSON: We are just repeating 

that for the public record, and have people state some 

of their reasoms for why they are making a motion or 

not * 

MS* Scrubs : That% fine. That's 

absolutely fine. 

CHAIR WILSUN: And I would ask again, 

ask the panel members as we go along to please 

complete their forms, okay? 

Now I the second question then is there 

(202) 234-4433 
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sufficient information to determine that general 

controls are sufficient to provide reasonable 

assurance of the safety and effectiveness of the 

device, or in this case, of the devices. Dr. 

Nachamkin. 

y10. 

RR, NA~~~KI~: I have a motion to vote 

DR. TWRUPP: Second. 

~~A~R~ WILSON: Any discussion or any 

comments? Dr. Nachamkin, do you just want to comment 

on your thinking there? 

RR. NA~~~K~N~ Well, I think there has 

been plenty of discussion to support the content that 

these are fully characterized, and the procedures are 

not well, standardized, 

Clearly if they become available to 

laboratories, regardless of their level A or level 13, 

they need strict controls, and guidelines on how these 

tests should be performed, and that is the basis for 

that. 

CLAIRE WILSON: Okay. Any other 

comments from the panel members? Okay. We have a 

motion and a second to vote no on that, All in favor? 

(A show of hands.1 

CHAIRMAN WILSON: Okay. It is a unanimous 

(202) 234-4433 
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vote. Ali right. Now 8 the implications of that vote 

are that we cannot classify this as a Class 1 device, 

which means that we go on to Question Number 3, or 

3 b> t and that is that considering the nature and 

complexity of the product f and the available 

scientific and medical information, iS there 

sufficient information to establish a special control, 

ur set a special control to provide reasonable 

assurance of the 

device. Cr. Ng. 

DR. NG 

safety and effectiveness of the 

I move that we vote yes. 

DR. SMITH: I second. 

CLAIRE WILSON: Okay. We have a motion 

and a second. Dr, Ng, what is your thinking behind 

that? 

DR. NC: I think we heard around this room 

a number of recommendations that were made to ensure 

to test the performance as well as it possibly could, 

inchding restricted iilCCf?SS / including level. of 

expertise, et cetera. 

comments? And 1 just war:t to make it clear that if we 

vote yes on this quesxx, we will be recommendiE2 

that we Llassify this <?s z3 Class 11 device. Okay. WI2 

have a notion and a se-- 2. All in favor? 
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(A show of hands.) 

CHAIRMAN WILSON: Opposed? Okay. It is 

unanimously approved. Okay I As the vote was yes, 

proceed to question number 3(b), which is to check the 

special control_s needed to provide such reasonable 

assurances. 

In this case, I think we can handle this 

by -- well, rather than -- well, obviously we will be 

saying that we need those things, and it is not reall:,r 

a yes or no vote as indicated on the form. 

I think in this case what we would 1& 

would be motions for those special controls t?x 

people think are needed, So 1 would like to open _+ 

up for those suggestions at this time. Dr. Reller. 

DR. RELLER: In broad terms, I think 21. 

three of these products for some of "the same for s'z+. 

different reasons, the phage 0lle needs a 1.i~::. : 

organism, and ‘6: would like to see all living organ:s--- 

confirmed in addition to what the report:. : 

requirements are, being in the hands of a puK 

health laboratcry far lots of reasons. 

And for the organism to do molecul &. 

Wpiw, sameness, tracing, epidemiological, et ceter : 

The antibody. I don't think any of these tests I 

necessary in a front line laboratory to be able to 









Go ahead. 

this point t maybe I am saying things that are already 

obvious to you, but not obvious to me. As i 

understood it, what you are voting on is sort of the 

concept of this assay. 

I hope that we don? get into a situation 

where we would bring in later data to indicate such a 

ility of the assay that you would have high reliab 

already put 

devices may 

in place special controls that follow-up 

appear during the hybernization, which 

would not require the sort of special. controls and 

high complexity training that interpreting a 

bacteriological plate would have. 1 just wanted to 

make that comment. 

CHAIR WILSON: IX, Beavis- 

DR. BEAVIS: Thank you for your comment, 

but for me that address exactly why I think there need 

to be restrictions now. bk have been presented wit:", 

thillgs, and we have ixen told that the phages - 

described in the articles we received are not the ones 

currently being used. 

That the 32thodologies ale variabl.e, a~.5 


